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is attached hereto in an addendum entitled "ADDENDUM TO 
PRELIMINARY AMENDMENT DATED APRIL 8, 2002". In this addendum 
changes are indicated by underlining added text and by 
striking out deleted text. 



In the Claims ■ 

Cancel claims 1-20 



Add new claims 21-77, as follows 



^ 2y A method for inhibiting activity of an alkaline phosphatase, said method 
composing contacting the alkaline phosphatase with a compound of formula (I) : 



y 

; com 
O 

II , 

HO P Z Ri- 

OM 





(I) 



OM 



where 

1 1 r.„A A 2 



A' and are the same or different aryl groups collectively bearing at least one hydrophilic 
substituent; 



E> and are the same or different and are O, S, or NR^ (where is H or a linear or branched 

Pi-Cjo carbon containing group); 
M is H or a phannaceutically acceptable monovalent cation; 

R' is a linear or branched, saturated or unsaturated, C.-Q^ carbon containing group; 
Z is a single bond, a carbonyl, CE^E\ or CR'E", where 

and E" are the same or different and are OR", SR", and NR"^, where 
R' is a linear or branched C.-Qo carbon containing group, and 
R^ is H or a linear or branched C.-C^o carbon containing group; and 

nisOor 1, 
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or a phannacemically acceptable salt hereof under conditions effective ,0 inhibit the aUcaUne 

phosphatase's activity. 

22. The method of claim 21 where the compound is a compound of formula (la)- 
O 




j"— A^— Z— R1— (I,) 
OM 

where: 

A', E', M, R' and Z are as defined in claim 21, or a pharmaceutically acceptable salt 

thereof. 



^ 23. The method of claim 21 where the compound is a compound of fonnula , 



(lb): 

O 



HO P o A'—z R1— a2 (lb) 

OM 



where: 



A', A^ E>. M, R- and Z are as defined in claim 21, or a phannaceutxcally acceptable salt 



thereof. 



24. The method of claim 21 where the compound is a compound of fomiula (Ic): 
O 



HO— P— N— A^— Z— R1— (Ic) 
OM 
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where: 

A', A', M, R' and Z are a. defined in claim 21, or a pharmaceuttcally acceptable salt flrareof. 
25. The method of claim 21 where the compound is a compound of formula m 

o 



HO— P_s_A'— ^j^^ 
OM 

where: 

A', A^ M. R' and Z are as defined in claim 21, or a phannaceutically acceptable salt thereof. 
26. The method of claim 21 where the compourtd is a compound of fom,ula (le): 



o 




o 



HO P O C r1 



OM 



(le) 



where: 

A'. A^ M, and R- are as defined in claim 21, or a phannaceutically acceptable salt thereof 
27. The method of claim 21 where the compound is a compound of formula (If ): 



o 



o 



HO P N C R1 A 



H " ^ A' (If) 

OM 



where: 

A', M, and R' are as defined in claim 21, or a phannaceutically 
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28. The method of claim 21 where the compound is a compound of fonnula (Ig)- 
9 O 



(Ig) 



HO P S C Ri a2 

OM 



where: 

1 a2 



A , A , M, and R' are as defined in claim 21, or a phannaceutically acceptabl, 



e salt thereof. 




(^The method of claim 21 where the compound is a compound is 2'-~^ 
phosphophloretin. 2'-thiophosphophIoretin,^::;;;;;nopho;phophloretm, 3-azido-2-- 
Phosphophloretin, or 4-azido-2'-phosphophloretin or a phannaceutically acceptable salt 
thereof. 



30. The method of claim 21, wherein the compound is not 4'-phosphophIoretin or a 
phannaceutically acceptable salt thereof. 

3 1 . The method of claim 21, wherein, when E' is O and when Z is a carbonyl and 
When A' ,s a phenyl ring and when E' is at the 2-posihon of flre phenyl ring A' and when the 
phenyl mrg A' is Anther substinrted in the 4- arKl 6- positions thereof with OR' groups (where 
R .s a carbon containing group having between 1 and 4 carbon atoms). A^ is not a phenyl 
nng subatitnted in are 4-position thereof with an OR" group (where R=' is a carbon containing 
group having between 1 and 4 carbon atoms). 

32. The method of claim 31, wherein, when E' is O and when Z is a carbonyl and 
when A- is a phenyl ring and when E' is at the 2-position of the phenyl ring A', A' is not 
further substituted in the 4- and 6-positions of the phenyl ring A' with OR^ groups (where R^ 
IS a carbon containing group having between 1 and 4 carbon atoms). 



I:\026\00305\12 



Serial No. 10/040,708 



- 28 - 



33. ™«-ftodofda™2,.„hereinE.isOandwh«remA'isaphe„ylri„gb=aring 
an OH group m the 4-position thereof. 

^^the2^po..o„„fftepheny,ri.gA.;a„dwheretattephe„y.™gA.istehersubs,i,u.ed 
with an OH group m the 4-positioii thereof. 

35. The method of clato 21, wherein E' is O and wherein A' is a phenyl ring- 
wherein is at the 2-posi.ion of the phenyl ring A'; ™d whereh, the phenyl ring A' Is 
substituted with an OH group m (he 6.posi„on thereof 

36. The method of claim 21, wherein E' is O and wherein A' is aphenyl ring- 
wheretn E' ts at «,e 2-position of the phenyl ring A'; and wherem the phenyl ring A' il ftaher 
subst,.u,edwithOHgroupsinfl,e4-and6-positionsthe,eof 

OH J! - T r*""."'''^ -'-^ ^' ^ °- a Phenyl nng beanng an 

OH group n, the 4-pos,.,on .hereof; wheroin A' is a phenyl ring; wherein E' .s at .he 2- 
posttion of the phenyl ring A'; and wherein .he phenyl nng A' is teher substimted wtth OH 
groups in the 4- and 6-positions thereof. 

^™°f^'""^'.*'>-inA.isapheny,ringandE.isa.,he2-positionof 

the phenyl nng A\ f kjx 

39. A method for inhibiting a«ivityofan alkaline phosphatase in a subject said 
method comprising administering to fte subject a compound of fonnula (1); 
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O 

OM I / n 

OM 



(I) 




where: 

A' and A' a:. ^ „ ^, ^^^^^ ^^^^^.^^^^ ^ 

substituent; 

E- »d EJ ^ «,e sa„,e „. diffe^n, and are O, S. o. m' („,ere R= i, H or a Hneax or branched 

^-^1-^20 carbon containing group); 

M is H or a phannaceutically acceptable monovalent cation; 

R' is a linear or branched, saturated or unsaturated C C nlrW . • • 

^' . oaiuidica, L.,-C2o carbon containing grouD- 

I IS a smgle bond, a carbonyl, CE'E\ or CR^E^ where 

and are the same or different and are OR^ SR^ and NR^, where 
is a linear or branched C,-Qo carbon containing group, and 
^'^^H^'-^^— branchedC,C,„carboncontaininggroup;and 

n IS u or 1, 



or a pharmaceutically acceptable salt thereof. 
40. The method ofclaim 39 where the 



compound is a compound of formula fla)- 
O ^' 



HO— P_EW-Z— oa) 

OM 



where: 

J A2 



A , M, and Z are as defined in claim oi r..^ u 

thereof. Phannaceutically acceptable salt 
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41. The method of claim 39 where the compound 
O 



is a compound of formula (lb): 



HO P o Z Ri 

OM 



(lb) 



where: 



A', A\ E\ M, R' and Z are as defined in claim 39, or a phannaceutically 
thereof 



acceptable salt 



42. The method ofclaim 39 where the compound 



IS a compound of formula (Ic): 




HO p- 



■fl Z Ri A^ 



(Ic) 



OM 



where: 

l2 



A , A , M, R> and Z are as defined in claim 39, or a phannaceutxcally acceptable salt thereof 
43. The method ofclaim 39 where the compound : 



O 



is a compound of formula (Id): 



HO P s A^ z Ri a2 

OM 



(Id) 



where: 



A', A\ M, R- and Z are as defined in claim 39, or a pharmaceutically 



acceptable salt thereof 



44. The method ofclaim 39 where the compound 



is a compound of formula (le): 
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O 



o 

HO P o C r1 a2 



(le) 



OM 

where: 



A', A^ M, and R' are as defined in claim 39. o, aphanHaceutically acceplable sal. fte,eo£ 
45. The meftod of claim 39 where tte compound i. a compound of fom,ula (If): 



o 



HO— P— C— R'_A^ (IQ 




OM 

where; 

A^A^M,andR.are as defined in claim39,oraphannaceuticaIlya^^^^^^^^ 

46. The method of claim 39 where the compound is a compound of fonnula (Ig)- 
I ° 

P— S— A^— C— R1--A2 (Ig) 
OM 



where: 

A', A^ M, and R' are as defined in claim 39, or a phaimaceutically 



acceptable salt thereof 



47. The method of claim 39 where\»hecompom>d is a compound is 2'? ) 
Phosphophloreun, 2'-,hiophosphophlo,eHn. 2'-a„S^i„sph-„pWo^ 3-azido:2'- 
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Phosphophlorcto. or 4-az,do-2'-ph„sphophlore,i„ or a phannaceuticaUy acceptable .al, 

thereof. 

48. The method of claim 39, wherein the compound is not 4--phosphoph]oretin or a 
pharmaceutically acceptable salt thereof. 

49. The method of claim 39. wherein, when E' is O and when Z is a oarbonyl and 
when A. is a phenyl ring and when E' is at the 2-posi.ion of the phenyl ring A' and when .he 
phenyl nng A' is further substituted in the 4- and 6- positions thereof with OR' groups (where 
R .s a carbon containing group having between 1 and 4 carbon atoms). A' is not a phenyl 
nng substituted in the 4-position thereof with an OR'' group (where R'' is a carbon contahnng 
group havmg between 1 and 4 carbon atoms). 

50. The method of claim 49, wherein, when E' is O and when Z is a carbonyl and 
when A' IS a phenyl ring and when E' is at the 2-position of the phenyl ring A' A' is not 
further substituted in the 4- and 6-positions of the phenyl ring A' with OR^ groups (where 
IS a carbon containing group having between 1 and 4 carbon atoms). 

51. The method of claim 39, wherein E> is O and wherein A^ is a phenyl ring bearing 
an OH group m the 4-position thereof 

52. The method of claim 39. wherem E' is O; when=in A' is a phenyl ring; wherein E' 
.s at the 2-positio„ of the phenyl ring A'; and wherein the phenyl ring A' is further substihtted 
With an OH group in the 4-position thereof 



53. The method of claim 39, wherein E' is O and wherein A' is a phenyl nng- 
wherem E' is at the 2-position of the phenyl ring A'; and wherein the phenyl ring A' is further 
substituted with an OH group in the 6-position thereof 
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54. The method of claim 39, wherein E' is O and wherein A' is a phenyl ring- 

wheremEMs at the2-positionofthephenylringA^and wherein the phenyl ringAMs further 
substituted with OH groups in the 4- and 6-positions thereof. 

55. ThemethodofcIaim39,whereinE'isO;whereinA^isaphenylringbearingan 
OH group m the 4-position thereof; wherein A' is a phenyl ring; wherem E" is at the 2- 
posmon of the phenyl ring A'; and wherein the phenyl ring A> is further substituted with OH 
groups m the 4- and 6-positions thereof 

56. The meftod of data 39. wherein A' is apheny, ring and E' is a, the 2-position of 

the phenyl ring A^ 

57. The method of claim 39, where the administration is intennittent. 

58. The method of claim 39, where the administration is oral. 

59. The method of claim 39, where the administration is parenteral. 

60. A method for inhibiting sodium-mediated phosphate uptake, said method 
compnsing contacting a compound of fonnula (I): 

O 



OM ^ I /n 

OM 



where 



A and A= are *e same or different atyl groups collectively bearing a, lea.t one hydrophilic 



substituent 
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E' and are the same or different and are O, S, or NR^ (where is H or a linear or branched 

C1-C20 carbon containing group); 
M is H or a pharmaceutically acceptable monovalent cation; 

R' is a linear or branched, saturated or unsaturated, C,-C3o carbon containing group; 
Z IS a single bond, a carbonyl, CE^E\ or CR^E", where 

and E" are the same or different and are OR^ SR\ and NR^,, where 
R^ is a linear or branched C,-C,o carbon containing group, and 
is H or a linear or branched C.-C^o carbon containing group; and 

n is 0 or 1, 

or a phannaceutically acceptable salt thereof, with intestinal brush border membrane under 
conditions effective to inhibit sodium-mediated phosphate uptake. 

61. The method of claim 60 where the compound is a compound of fonnula (la): 



HO— P— E^— V— Z_R1— (J,) 
OM 



where: 



A'. A^ E', M. R- and Z are as defined in claim 60, or a pharmaceutically acceptable salt 



thereof. 



62. The method of claim 60 where the compound is a compound of formula (lb): 
O 



P— O— A^— Z— R^— (lb) 
OM 
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where: 



A', E', M, R' and Z are as defined in claim 60, or a phaimaceutically acceptable salt 
thereof. 



63. The method of claim 60 where the compound is a compound of formula (Ic): 
O 



HO P 



■fl Z Ri A? 



(Ic) 



OM 



where: 

A', A^ M, R' and Z are as defined in claim 



60, or a phaimaceutically acceptable salt thereof 



64. The method of claim 60 where the compound is a compound of fomiula 
O 



ad) 



(Id): 



HO P S Z a2 

OM 



where: 



A', A\ M, R- and Z are as defined in claim 60, or a phannaceutically acceptable salt thereof 



65. The method of claim 60 where the compound is a compound of formula (I< 



e): 



O 



O 



HO P O A^ C Ri a2 

OM 



(le) 



where: 
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A'. A\ M, and R' are as defined in claim 60, or a phannaceutically acceptable salt thereof. 

66. The method of claim 60 where the compound is a compound of fomiula (If)- 
9 O 



HO P N A^— C R'—A^ (If) 



H 

OM 



where: 

A', A^ M, and R' are as defined in claim 60, or a phannaceutically 



acceptable salt thereof 



67. The method of claim 60 where the compound is a compound of formula (Ig)- 
O O 

HO— P— s— A^-L,i_^a 

OM . 



where 

^2 



A , A^ M, and R' are as defined in claim 60, or a phannaceutically acceptable salt thereof 

68. The method of claim 60 where the compound is a compound is 2'- 
Phosphophloretin, 2--thxophosphophloretin, 2--aminophosphophloretin, 3-azido-2'- 

phosphophloretin,or4.azido-2'-phosphophloretinoraphannaceutically acceptable salt 
thereof. 



69. The method of data 60. wherein tte compound is no, 4'-phosphophiore,,n or a 
phannaceutically acceptable salt thereof 
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70. Tie meftod of claim 60, wherein, when E' is O and when Z is a eart-onyl and 
When A is a phenyl nng and when is a. .he 2-posi«on of fl,e phenyl ring A' and when fte 
Pheny, nng A is <U*er s„bs,in.,ed in «,e 4- and 6- posiSons fte^f wia. OR= g„>nps (where 
R .s a carbon containing g„„p havmg between 1 »d 4 ca*on atoms), A' is not a phenyl 
nng substitnted in «,e 4-posi.ion thereof with an OR" gtoup (whe„ R" is a c^bon containing 
group havmg between land 4 carbon atoms). 

71. The method of claim 70, wherein, when E' is O and when Z is a carbonyl and 
when A is a phenyl ring and when E ■ is at the 2-position of the pheny, ring A', A- is not 
further snhstitnted in the 4- and 6-p„sit,o„s of the pheny, ring A' with OR' g„.„ps (where R' 
.s a carbon containing group having between 1 and 4 caAon atoms). 

72. Themethodofclahn60.whe,.inE-isOandwhe,einA'isaphenylringhearing 
an OH group in the 4-position thereof. 

is at th T ^' °^ ^ -"-n E' 

■s . Of «.e Phenyl ring A'; and whet^in the pheny, ring A' is tUriher substtUtted 

With an OH group in the 4-position thereof. 

74. The method of claim 60, wherein E' is O and wherein A> is a phenyl ring- 
wherein E' is at the 2-position of the phenyl ring A"; and wherein the phenyl ring A' il fUnher 
substituted with an OH group in the 6-position thereof 

75. The method of claim 60. wherein E' is O and wherein A> is a phenyl ring- 

wheremE^s at the 2-positionofthephenylringA.;and wherein the phenyl ringA'il further 
substitutedwithOHgroupsinthe4.and6-positionsthereof 
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76. The method of claim 60, wherein E' is O- wherein « «h« i • u • 
OWm-^, .u . ^=>v7,wneremA is a phenyl nng beanng an 

OH group 4-p„.,i„„ ft^eof; wherein A' is . phenyl ring; „he,ein E' is a, fte 2- 

pos.«„„„f,hephe„y,ri„gA.;andwhe.i„fl,epheny,ringA.i.iU«her.„bsHn.,e<.wi«,OH 
groups m the 4- and 6-positions thereof. 
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